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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 07 July 2003 . 
2a)Kl This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) KI Claim(s) 1-17.19.20 and 22-47 is/are pending in the application. 

4a) Of the above claim(s) 1-14.22-26 and 32-46 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) [g| Claim(s) 15-17.19.20,27-31 and 47 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) IEI Claim(s) 1-17.19.20 and 22-47 are subject to restriction and/or election requirement. 
Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. §§119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)D All b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 



3.D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) |EI Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 

Attachment(s) 

Interview Summary (PTO-413) Paper No(s). . 
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2) 
3) 



Notice of References Cited (PTO-892) 
Notice of Draftsperson's Patent Drawing Review (PTO-948) 
Information Disclosure Statement(s) (PTO-1449) Paper No{s) 



4) 
5) 
6) 



Notice of Informal Patent Application (PTO-152) 
Other: 



U.S. Patent and Trademark Office 
PTO-326 (Rev. 04-01) 
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Status of Application, Amendments and/or Claims 

The request for consideration filed 07 July 2003 (Paper No. 12) has been entered 
in full. Claims 15-17, 19, 20, 27-31 and 47 are under examination. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claim Rejections - 35 USC § 101 

Claims 15-17, 19, 20, 27-31 and 47 are rejected under 35 U.S.C. 101 because 
the claimed invention is not supported by either a substantial and specific asserted 
utility or a well established utility. The basis for this rejection is set forth at pages 3-4 of 
the previous Office Action (20 May 2003, Paper No. 11). 

Applicants state that the Mixed Lymphocyte Reaction (MLR) results as described 
in Example 10, supports this utility as this assay demonstrates that the Bolekine 
polypeptide stimulates the proliferation of T-lymphocytes. Applicants contend that 
Bolekine is shown to also have an immune cell specific chemoattractant property in 
vivo. The Skin Vascular Permeability assay determined that Bolekine can render the 
vasculature permeable and attract immune cells. Applicants maintain that the increase 
in infiltration/migration of immune cells to an area would prove useful in fighting local 
infection. 

Applicants' arguments have been fully considered but not deemed persuasive for 
the following reasons. The ability to stimulate or inhibit lymphocyte proliferation in the 
MLR assay is an artificial in vitro system and does not provide for what specific 
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conditions or for which specific diseases the claimed invention would predictably 
function. The assertion that the claimed invention could be useful for the treatment of 
conditions where the enhancement of the immune response would be beneficial is not 
specific since there are many such conditions, and it is not predictable of which 
conditions the claimed invention may function, if any. 

Mixed lymphocyte culture (MLC) is a special case of antigen stimulation in which 
T lymphocytes respond to foreign histocompatibility antigen on unrelated lymphocytes 
or monocytes. MLC is a functional assay of cellular response to stimulatory 
determinants associated predominantly with HLA class II molecules. A single genetic 
locus or region, known as HLA, controls the MLC reactivity. The MLC assay recognizes 
disparate HLA class II molecules and the resulting T-cell activation, which is thought to 
represent an in vitro model of the afferent arm of the in vivo allograft reaction. The 
degree of reactivity observed correlates with the degree of antigenic disparity between 
responding and stimulating cells. Briefly, when the lymphocytes of 2 HLA-disparate 
individuals are combined in tissue culture, the cells enlarge, synthesize DNA, and 
proliferate, whereas HLA-identical cells remain quiescent. Since both cells will normally 
proliferate, a one way test is used to monitor the response of a single responder cell by 
inactivating the stimulator cell by radiation or drugs in order to inhibit DNA synthesis of 
the stimulator cell. The proliferation is driven primarily by the differences in the class II 
HLA antigens between the 2 test cells (or individuals). This reaction is not predictive of 
general responses of the immune system because, in vivo, activation of a lymphocyte is 
controlled not only by antigen binding but also by interactions with other cells. 
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The MLC (a.k.a. MLR) assay is a measure of alloreactivity of one individual to 
another individual, rather than a general measure of immune function. The instant 
specification fails to provide sufficient detail of the assay which was performed and fails 
to provide any data whatsoever in order for one of ordinary skill in the art to evaluate the 
conclusion that lymphocyte proliferation was stimulated by the claimed invention. There 
are several controls which the art recognizes as being essential for meaningful results 
for this assay, including autologous controls, a control to determine maximum response, 
screening for possible HLA antibodies and growth support capabilities. The specification 
indicates that CD4-lgG was used as a control, but it is not clear how this would control 
for background stimulation or provide for a measure of maximal stimulation. Lastly, the 
specification fails to provide any data or evidence of the results of the assay, therefore, 
one of ordinary skill in the art cannot evaluate the conclusion. The specification states 
that "positive increases over control are considered positive", however, this does not 
indicate that statistical significance must occur for determination of a positive result in 
the assay. 

In conclusion, the results of the MLC (a.k.a. MLR) assay do not support a specific 
and substantial utility for the claimed invention because the assay is not predictive of 
immune response in general, and one of ordinary skill in the art would not expect a 
stimulatory effect in the MLC assay to correlate to a general stimulatory effect on the 
immune system, absent evidence to the contrary. The scientific reasoning and 
evidence as a whole indicates that the rejection should be maintained. 
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Conclusion 



No claims are allowed. 



THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 

policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Regina M. DeBerry whose telephone number is (703) 
305-6915. The examiner can normally be reached on 9:00 a.m. -6:00 p.m.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Kunz can be reached on (703) 308-4623. The fax phone numbers for 
the organization where this application or proceeding is assigned are (703) 872-9306 for 
regular communications and (703) 872-9307 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (703) 308- 
0196. 



RMD 

September 30, 2003 




SUP 




